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wherein said antibody or said active fragment does not immunoreact with a non-human, non- 
mouse or non-C. elegans eukarvotic eEF-2 kinase ; and, 
B. a pharmaceutical^ acceptable carrier. 



REMARKS 

The foregoing amendments and the following remarks are submitted in response to the 
communication dated November 12, 2003. 

Status of the Claims 

Claims 51-59 are pending in the application. Claims 51, 52, 53, 54, 55, 57, 58 and 59 
have been amended. Support for the amended claims can be found generally through 
Applicants 1 specification. 

The §102 Rejection 

The Examiner has maintained her rejection of Claims 51 and 52 under 35 U.S.C. § 102(b) 
as unpatentable over Redpath et al. [J. Biol. Chem. 1996, Vol. 271(29),pp. 17547-17554]. The 
Examiner asserts that the anti-rabbit eEF-2 antibodies of Redpath et al., which react with rat eEF- 
2 Kinase, would react with the disclosed sequences. The Examiner further asserts that 
"specifically binding" is generally taken to mean binding that is saturable and computable. 
Applicants respectfully disagree and submit that antibodies raised against the rabbit eEF-2 kinase 
do not anticipate per se the claimed antibodies specifically binding to human eEF-2 kinase, 
specifically binding to mouse eEF-2 kinase protein, or specifically binding to C. elegans eEF-2 
kinase protein. The claimed antibodies immunoreact with the human, mouse or C. elegans eEF- 
2 kinase, but do not react with a non-human, non-mouse or non-C. elegans eEF-2 kinase. Thus 
an antibody specifically binding to the human eEF-2 kinase and not immunoreacting with a non- 
human eEF-2 kinase, for instance rat eEF-2 kinase or rabbit eEF-2 kinase is claimed. The 
antibodies as claimed specifically bind to the noted eEF-2 kinase and are clearly distinct from the 
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antibodies of Redpath et al. Redpath does not disclose or suggest the particular eEF-2 kinase 
sequences of the instant Application and further does not disclose or suggest the specific 
antibodies thereto. Applicants cannot and do not assert whether the antibodies of Redpath would 
bind to human or mouse eEF-2 kinase. Applicants, however, do assert that antibodies specific 
for the human eEF-2 kinase, and not immunoreacting with the rat or rabbit eEF-2 kinase can be 
made by the skilled artisan and claim these antibodies. 

In view of the foregoing remarks and amendments, Applicants submit that the Examiner's 
rejections under 35 U.S.C. § 102 are overcome and should be withdrawn. 

The §103 Rejections 

The Examiner has maintained her rejection of Claim 51 and 53-59 under 35 U.S.C. § 
103(a) as unpatentable over Redpath et al. [J. Biol. Chem. 1996, Vol. 271(29), pp. 17547-17554], 
in view of Harlow and Lane, Antibodies , 1988. Applicants again argue that Redpath does not 
disclose or suggest the particular eEF-2 kinase sequences of the instant Application and further 
does not disclose or suggest the specific antibodies thereto. The knowledge of how to make 
antibodies in general, as provided by Harlow and Lane, does not make any and all antibodies to 
any sequence obvious per se - including labeled antibodies, antibody fragments, and 
pharmaceutical compositions comprising said antibodies - as suggested by the Examiner, 
particularly wherein the sequence of the protein to which the antibody is specifically directed is 
not disclosed or known. More particularly, wherein differences in amino acid sequence between 
the new and novel sequence and known protein sequence exist, the previously known antibodies 
do not make specific antibodies directed against and immunoreactive with the new and novel 
protein sequence obvious. Applicants claim antibodies which specifically bind the human, mouse 
or C. elegans eEF-2 kinase of Applicants, wherein these specific antibodies are not 
immunoreactive with the previously known non-human, non-mouse and non-C. elegans eEF-2 
kinase. Thus, these antibodies specifically bind the eEF-2 kinases disclosed and taught by 
Applicants. The making and testing of these specific antibodies are well within the knowledge 
and capability of the skilled artisan. In particular, Applicants point out that many amino acid 
sequence differences exist, for example, between the human and rat eEF-2 kinase, as 
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demonstrated by a BLAST comparison of the two amino acid sequences (attached as Exhibit A). 
A review of the BLAST results clearly demonstrates amino acid differences, and particularly 
regions or peptides wherein a significant number of differences exist in a short stretch of amino 
acids. These amino acids would readily be recognized by the skilled artisan as ones to utilize or 
target in making and isolating specific binding antibodies thereto. 

In a further 103 rejection, the Examiner maintains her rejection of Claims 51-59 under 35 
U.S.C. 103(a) as unpatentable over Ryazanov et al [PNAS May 1997, vol. 94, pp. 4884-4889] in 
view of Harlow and Lane. Applicants again point out that Ryazanov et al, which indicates all of 
the inventors of the present application as authors, and the entire disclosure of which is included 
in the instant Specification, was published less than one year prior to the date of filing (August 
20, 1997) of the instant Application and is therefore also not appropriate as a prior art reference. 
Applicants provide herewith a Katz-type declaration by inventor Alexey Ryazanov clarifying that 
Applicant Ryazanov et al. (1997) describes his work and any additional authors are not inventors. 
In as much as Ryazanov et al is not a true prior art reference, it cannot make obvious the 
antibodies in combination with Harlow and Lane. 

In view of the foregoing remarks and amendments, Applicants submit that the Examiner's 
rejections under 35 U.S.C. § 103 are overcome and should be withdrawn. 

The Specification Enables the Claimed Invention and the Claims are Definite 
The Examiner has maintained her rejection of Claim 59 under 35 U.S.C. 1 12, first 
paragraph, as containing subject matter which was not described in the Specification in such a 
way as to enable one skilled in the art to which it pertains to make and/or use the invention. The 
Examiner again asserts that it would require undue experimentation to use the antibodies as 
pharmaceutical compositions. Applicants respectfully disagree and submit that the Specification 
clearly enables the skilled artisan to make and/or use a pharmaceutical composition comprising 
an eEF-2 antibody. While some experimentation to make and test such pharmaceutical 
compositions would be necessary, such experimentation would utilize well known methods and 
standard skills and would not constitute undue experimentation. The Examiner particularly and 
correctly points out that Applicants have taught evidence of upregulation of eEF-2 kinase in 
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cancers and diagnostic use of the antibodies. In view of the foregoing, Applicants submit that 
given the guidance provided by the specification, the well known criteria or parameters for 
making and testing of antibodies, and the significant level of skill in the art a person of ordinary 
skill in the art could, without undue experimentation, make and use the pharmaceutical 
compositions encompassed by the claims. 

The Examiner rejects Claim 58 under 35 U.S.C. 1 12, second paragraph, as being 
indefinite in the term "active fragment" of an antibody. The Examiner asserts that there is no 
definition of what activity the fragment is required to have and the claim is therefore indefinite. 
Applicants argue that the skilled artisan would readily understand that an active fragment of an 
eEF-2 antibody is one capable of binding to or immunoreacting with the kinase. Applicants have 
above amended Claim 58 to clarify that the active fragment specifically binds to the particular 
eEF-2 kinase of SEQ ID NO:2, 4 or 10. 

The Examiner newly rejects claims 51-59 under 35 U.S.C, second paragraph, as being 
indefinite in the recitation of "specifically binds". The Examiner asserts that the skilled artisan 
would not know what degree of binding was considered to be specific. Applicants respectfully 
disagree and again assert that the term "specifically binds" is recognized by the skilled artisan to 
mean specific binding to and/or specific recognition of an epitope. Applicants have above 
amended claims 51, 52, 53, 54, 55, 57 and 59 to more particularly point out the claimed 
invention. Applicants claim antibodies which specifically bind the human, mouse or C. elegans 
eEF-2 kinase of Applicants, wherein these specific antibodies are not immunoreactive with the 
previously known non-human, non-mouse and non-C. elegans eEF-2 kinase. Thus, these 
antibodies specifically bind the eEF-2 kinases disclosed and taught by Applicants. Applicants 
assert that the skilled artisan would readily understand the meaning and intent of "specifically 
binds", particularly as now claimed. 

In view of the foregoing remarks, Applicants submit that the Examiner's rejection under 
35 U.S.C. § 112, first paragraph and second paragraph, are overcome and should be withdrawn. 



7 



CONCLUSION 

Applicants respectfully request entry of the foregoing amendments and remarks in the file 
history of the instant Application. The Claims as amended are believed to be in condition for 
allowance, and reconsideration and withdrawal of all of the outstanding rejections is therefore 
believed in order. Early and favorable action on the claims is earnestly solicited. 

Respectfully^|Ubmkted, 




^CHRISTINE E^DffiTZEL, Ph.D. 
Agent for Applicant(s) 
Registration No. 37,309 



KLAUBER & JACKSON 
411 Hackensack Avenue 
HackensackNJ 07601 
Tel: (201) 487-5800 
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Complete Listing of Claims in Application U.S.S.N. 09/994.485 



Claims 1-49 (canceled) 
Claim 50 (canceled) 

51. (currently amended) An isolated antibody which specifically binds to a human, mouse or 
C. eleeans eukaryotic elongation factor-2 kinase (eEF-2 kinase) capable of phosphorylating an 
amino acid within an alpha helical domain of eukaryotic elongation factor-2 (eEF-2), said kinase 
comprising an amino acid sequence selected from the group consisting of SEQ ID NO:2, SEQ ID 
NO:4 and SEQ ID NO: 10, wherein said antibody does not immunoreact with a non-human, non- 
mouse or non-C. elegans eukaryotic eEF-2 kinase . 

52. (currently amended) An isolated antibody which specifically binds to a human eEF-2 
kinase capable of phosphorylating an amino acid within an alpha helical domain of eukaryotic 
elongation factor-2 (eEF-2), said kinase comprising the amino acid sequence of SEQ ID NO^ 
wherein said antibody does not immunoreact with a non-human eukaryotic eEF-2 kinase . 

53. (currently amended) A monoclonal antibody which specifically binds to a human, mouse 
or C. elegans eukaryotic elongation factor-2 kinase (eEF-2 kinase) capable of phosphorylating an 
amino acid within an alpha helical domain of eukaryotic elongation factor-2 (eEF-2), said kinase 
comprising an amino acid sequence selected from the group consisting of SEQ ID NO:2, SEQ ID 
NO:4 and SEQ ID NO: 10 . wherein said antibody does not immunoreact with a non-human, non- 
mouse or non-C. elegans eukaryotic eEF-2 kinase . 

54. (currently amended) An immortal cell line that produces a monoclonal antibody which 
specifically binds to a human, mouse or C. elegans eukaryotic elongation factor-2 kinase (eEF-2 
kinase) capable of phosphorylating an amino acid within an alpha helical domain of eukaryotic 
elongation factor-2 (eEF-2), said kinase comprising an amino acid sequence selected from the 
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group consisting of SEQ ID NO:2, SEQ ID NO:4 and SEQ ID NO: 10 . wherein said antibody 
does not immunoreact with a non-human, non-mouse or non-C. eleeans eukarvotic eEF-2 kinase . 

55. (currently amended) An isolated antibody which specifically binds to a human, mouse or 
C. eleeans eukaryotic elongation factor-2 kinase (eEF-2 kinase) capable of phosphorylating an 
amino acid within an alpha helical domain of eukaryotic elongation factor-2 (eEF-2), said kinase 
comprising an amino acid sequence selected from the group consisting of SEQ ID NO:2, SEQ ID 
NO:4 and SEQ ED NO: 10, said antibody labeled with a detectable label , wherein said antibody 
does not immunoreact with a non-human, non-mouse or non-C. eleeans eukaryotic eEF-2 kinase . 

56. (previously amended) The antibody of Claim 55 wherein the label is selected from 
enzymes, chemicals which fluoresce and radioactive elements. 

57. (currently amended) A radioactively labeled antibody which specifically binds to a 
human, mouse or C. eleeans eukaryotic elongation factor-2 kinase (eEF-2 kinase) capable of 
phosphorylating an amino acid within an alpha helical domain of eukaryotic elongation factor-2 
(eEF-2), said kinase comprising an amino acid sequence selected from the group consisting of 
SEQ ID NO:2, SEQ ID NO:4 and SEQ ID NO: 10 . wherein said antibody does not immunoreact 
with a non-human, non-mouse or non-C. elegans eukaryotic eEF-2 kinase . 

58. (currently amended) An active fragment of an isolated antibody which specifically binds 
to a human, mouse or C. elegans eukaryotic elongation factor-2 kinase (eEF-2 kinase) capable of 
phosphorylating an amino acid within an alpha helical domain of eukaryotic elongation factor-2 
(eEF-2), said active fragment specifically binding to said kinase comprising an amino acid 
sequence selected from the group consisting of SEQ ID NO:2, SEQ ID NO:4 and SEQ ID 

NO: 10, said active fragment selected from the group of Fab, Fab', F(ab') 2 and Fv fragments,, 
wherein said active fragment does not immunoreact with a non-human, non-mouse or non-C. 
elegans eukarvotic eEF-2 kinase . 
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59. (currently amended) A pharmaceutical composition comprising: 

A. a therapeutically effective amount of an antibody which specifically binds to a 
human, mouse or C. elegans eukaryotic elongation factor-2 kinase (eEF-2 kinase) capable of 
phosphorylating an amino acid within an alpha helical domain of eukaryotic elongation factor-2 
(eEF-2), said kinase comprising an amino acid sequence selected from the group consisting of 
SEQ ID NO:2, SEQ ID NO:4 and SEQ ID NO: 10, or an active fragment of said antibody, 
wherein said antibody or said active fragment does not immunoreact with a non-human, non- 
mouse or non-C, elegans eukaryotic eEF-2 kinase ; and, 

B. a pharmaceutical^ acceptable carrier. 
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Blast Result 
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Blast 2 Sequences results 
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PubMed Entrez BLAST OMIM Taxonomy 

BLAST 2 SEQUENCES RESULTS VERSION BLASTP 2.2.6 [Apr-09-2003] 



Structure 



Matrix BLOSUM62 gap 0 pen:|l"i gap extension: |l" 
x.dropoff: |50 expect:|l0.00( wordsize: [3 Filter T I Al 'g n 



Sequence 1 lcl|human eEF-2 kinase Length 725 (1 725) 
Sequence 2 lcl|rat eEF-2 kinase Length 724 (1 .. 724) 

2 




NOTE:The statistics (bitscore and expect value) is calculated based on the size of nr database 
Score = 1355 bits (3508), Expect = 0.0 

Identities = 655/725 (90%), Positives = 685/725 (94%), Gaps = 1/725 (0%) 



Query: 1 MADEDL I FRLEG VDGGQS PRAGRDGDSDGDSDDEEGYF IC P I TDD PS SNQNVNSKVNKYY 60 

MADEDLIFRLEGVDGG S AGR GDSD DSDD+ EGYFICPITDD SNQNVNSK YY 
Sbjct: 1 MADEDL I FRLEG VDGGGS SGAGRHGDSDTDSDDDEGYF IC P I TDDHMSNQNVNSKGQGYY 60 

Query: 61 SNLTKSERYSSSGSPANSFHFKEAWKHAIQKAKHMPDPWAEFHLEDIATERATRHRYNAV 120 

+NL K+E S+GSPA+SFHFKEAWKHAI+KAKHMPDPWAEFHLEDIATE ATRHRYNAV 
Sbjct: 61 NNLLKTE -CGSTGS PAS SFHFKEAWKHAI EKAKHMPDPWAEFHLED I ATEHATRHRYNAV 119 

Query: 121 TGEWLDDEVLIKMASQPFGRGAMRECFRTKKLSNFLHAQQWKGASNYVAKRYIEPVDRDV 180 

TGEWL DEVLIKMASQPFGRGAMRECFRTKKLSNFLHAQ WKGASNYVAKRY+EPVDR V 
Sbjct: 120 TGEWLKDEVLIKMASQPFGRGAMRECFRTKKLSNFLHAQHWKGASNYVAKRYLEPVDRSV 179 

Query: 181 YFEDVRLQMEAKLWGEEYNRHKPPKQVDIMQMCIIELKDRPGKPLFHLEHYIEGKYIKYN 240 

YFEDV+LQMEAKLWGEEYNRHKPPKQVDIMQMC I I ELKDR G+PLFHLEHYIEGKYIKYN 
Sbjct: 180 YFEDVQLQMEAKLWGEEYNRHKPPKQVDIMQMCIIELKDRQGQPLFHLEHYIEGKYIKYN 239 

Query: 241 SNSGFVRDDNIRLTPQAFSHFTFERSGHQLIWDIQGVGDLYTDPQIHTETGTDFGDGNL 300 

SNSGFVRDDNIRLTPQAFSHFTFERSGHQLIWDIQGVGDLYTDPQIHTE GTDFGDGNL 
Sbjct: 240 SNSGFVRDDNIRLTPQAFSHFTFERSGHQLIWDIQGVGDLYTDPQIHTEKGTDFGDGNL 299 

Query: 301 GVRGMALFFYSHACNRICESMGLAPFDLSPRERDAVNQNTKLLQSAKTILRGTEEKCGSP 360 

GVRGMALFFYSHACNRIC+SMGLAPFDLSPRE+DAVNQ+TKLLQSAKTILRGTEEKCGSP 
Sbjct: 300 GVRGMALFF YSHACNR ICQSMGLAPFDL S PREQDAVNQSTKLLQS AKT I LRGTEEKCGS P 359 

Query: 361 RVRTLSGSRPPLLRPLSENSGDENMSDVTFDSLPSSPSSATPHSQKLDHLHWPVFSDLDN 420 

R+RTLSGSRPPLL LSENSGDENMSDVTFDSLPSSPSSATPHSQKLDHLHWPVF DLDN 
Sbjct: 360 RIRTLSGSRPPLLLRLSENSGDENMSDVTFDSLPSSPSSATPHSQKLDHLHWPVFGDLDN 419 

Query: 421 MASRDHDHLDNHRESENSGDSGYPSEKRGELDDPEPREHGHSYSNRKYESDEDSLGSSGR 480 

M RDHD +DNHR+SENSGDSGYPSEKR +LDDPEPREHGHS NR+ ESDEDSLGSSGR 
Sbjct: 420 MGPRDHDRMDNHRDSENSGDSGYPSEKRSDLDDPEPREHGHSNGNRRPESDEDSLGSSGR 479 

Query: 481 VCVEKWNLLNSSRLHLPRASAVALEVQRLNALDLEKKIGKSILGKVHLAMVRYHEGGRFC 540 
VCVE WNLLN SRLHLPR SAVALEVQRLNALDL +K IGKS +LGKVHLAMVRYHEGGRFC 



http://www.ncbi.nlni.nih.gov/blast/bl2seq/wblast2.cgi?0 
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Blast Rgsult 




Sbjct : 


480 


VC VETWNL LNP S RLHL PR P S AVAL EVQRLNALDLGRK I GK S VLGKVHLAMVR YH EGG R FC 


539 


Query: 


541 


EKGEEWI^ESAVFHLEHAANLGELEAIVGLGLMYSQLPHHILAD^ 


600 






EK EEWDQESA+FHLEHAA+IXJELEAIVGLGLMYSQLPHHILADVSL+ETEENKTKGFDY 




Sbjct: 


540 


EKDEEWDQESAIFHLEHAADLGELEAI VGLGLMYSQLPHHILADVSLEETEENKTAGr DY 


599 


Query: 
• •* 


601 


LLKAAEAGDRQSMILVARAFDSGQNLSPDRCQDWLEALHWTOTALEMTIXDEGGEYIXSMQ 


660 




LLKAAEAGDRQSMILVARAFD+G NLSPDRCQDW EALHWYNTALE TDCDEGGEYDG+Q 




Sbjct: 


600 


LLKAAEAGDRQSM ILVARAFDTGLNLS PDRCQDWSEALHWYNTALETTDCDEGGEYDG IQ 


659 


Query : 


661 


DEPRYMMLAREAEMLFTGGYGLEKDPQRSGDL^ 


720 






DEP+Y +LAREAEML TGG+GL+K+PQRSGDLYTQAAEAAMEAMKGRLANQYY+KAEEAW 




Sbjct : 


660 


DE PQ Y ALL AREAEMIjL TGG FG LDKN PQ K SGDL Y TQ AA±^ 


H 1 Q 

719 


Que.ry : 


721 


* /MuTT?T7 TIC 

AQMEE 7 2 b 








AQMEE 




Sbjct: 


720 


AQMEE 724 
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CPU time: 0.04 user sees. 0.00 sys . sees 0.04 total sees. 

Lambda K H 

0.315 0.134 0.405 

Gapped 

Lambda K H 

0.267 0.0410 0.140 



Matrix: BLOSUM62 

Gap Penalties: Existence: 11, Extension: 1 

Number of Hits to DB: 5783 

Number of Sequences : 0 

Number of extensions: 453 

Number of successful extensions: 4 

Number of sequences better than 10.0: 1 

Number of HSP's better than 10.0 without gapping: 1 

Number of HSP's successfully gapped in prelim test: 0 

Number of HSP's that attempted gapping in prelim test: 0 

Number of HSP's gapped (non-prelim): 1 

length of query: 724 

length of database: 538,623,868 

effective HSP length: 136 

effective length of query: 588 

effective length of database: 538,623,732 

effective search space: 316710754416 

effective search space used: 316710754416 



T: 
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A: 


40 




XI 


16 


( 7.3 bits) 


X2 


129 


(49.7 bits) 


X3 


129 


(49.7 bits) 


SI 


41 


(21.6 bits) 


S2 


79 


(35.0 bits) 



http://www.ncbi.nlm.nih.gov/blast/bl2seq/wblast2.cgi?0 
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